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A non-umty oDle n ha; ; I during m earch Ho, "he A as not paid 

extra fees, therefore no search report has been issued for the upje t natter of the claims 
1-9 and 16-20 when compounds of claim 1 wherein R 2 Is isoqumoline, dihydroisoquinoime 
or tetrahydroisoqoinollne are concerned. 

Consequently no opinion will be given for the subject-matter of these claims. 
Re Item 

1 . The ISA found multiple inventions (two) in this application which are not so linked as to 
form a single general inventive concept (Rule 13.1 POT) as follow: 

invention 1 (claims i-9 s 1 6-20 all partially and 10-15 complete): 

Provision of compounds of formula (I) of claim 1 wherein R 2 is phenyl or pyridiyl, wherein 
the phenyl or pyridyl ring is substituted by 1 to 4 R* groups, useful in the treatment of 
disorders which benefit from the inhibition of adenosine receptors like A isuei men's disease, 
j i? 3 e renal failure v. mi d eases nf amatory 

bowel diseases, asthma, obsity, diabetes mellltus, Parkinson's disease., etc-.,. 

Invention 2 (claims 1-8 and 16-20 all partially): 

Provision of compounds of formula (I) of claim 1 wherein R 8 is isoquinofine, 
dihydroisoquinolne or tefrahydroisoquinoline ring, useful in the treatment of disorders 
which benefit from the inhibition of adenosine receptors like Alzheimer's disease, 
dyskinesia, ischemia anythmis. acute renal failure, autoimmune diseases, inflammatory 
bowel diseases, asthma, ohsily, diabetes meitos, Parkinson's disease, etc.... 

2. The International Examination Authority (IEA) fully supports the non-unity objection of 
the ISA, since the two inventions are not so linked as to form a single general inventive 
concept (Rule 1 3. 1 POT) for the following reasons: 
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_PCT/US2008/05?911 



According to the description, sec especially page 1 , fsrsi paragraph as well as page 3, line 
30 to page 4, line 8 ; the problem underlying the present application is the provision of 
compounds useful in the treatment of disorders which benefit from the inhibition of 
adenosine receptors, like Alzheimer's disease, dyskinesia, ischemia, arrythmis, acute renal 
failure, autoimmune diseases, inflammatory bowel diseases, asthma, cosily, osaoetes 
meatus, Parkinson's disease, ens 

The proposed solution is the provision of 2,6 sbbstituteti-4~aminepyhdimidines derivatives 
of formula (!) acecording to claim 1 having as common structural feature the structure 
given by formula (I) of claim 1. 

2,8 subsfiiuled-4-aminopyrimldine derivatives having this common structural feature and 
useful in the treatment of Parkinson's disease or Alzheimer's disease have already been 
disclosed in WO-A-2005/Q588S3 (see especially claims 1,?, 8,14 and examples 85 to 96, 
as wall as present claim 1 when R4 is hydrogen {m, n, p is 0 and R5 is hydrogen} or 

- a r nsee especially claim 3, lines 20, 21 and page 2, lines 1-1 1). This common 
structural feature m therefore noi new 

IMs pointed out that the mechanism of action of the compounds cannot be regarded as a 
technical feature since it represents an inherent property of the compounds. It is stressed 
that the mere explanation of an effect obtained when using a compound In a known 
composition even if the effect was not known to !>e due to this compound in the known 
composition, cannot confer novelty on a known process if the skilled person was already 
aware of the occurence of the desired effect (e.g. treatment of pain). In orther words, the 
discovery of the mechanism of action of the compounds does not render the use of those 
compounds novel 

The problem underlying the invention can be therefore redetlned as the provision of further 
2,6 sut)stituted-4-aminopyf!Ciimsdlnes derivatives derivatives useful in treating of disorders 
which benefit from the Inhibition of adenosine receptors like Alzheimer's disease, 
dyskinesia, ischemia, arrylhmis, acute renal failure, autoimmune diseases, inflammatory 
bowel diseases, asthma, cosily, diabetes medics, Parkinson's disease, etc.. 
N N 1 and 2 mentlo i above are different solutions ) this problem, which do 
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not share any novel common feature. Due to the fact that compounds having the common 
structural feature useful for treating disorders which benefit from the inhibition of 
adenosine receptors like Alzheimer's disease are already known from the prior art and due 
to the fact that no other technical features can be regarded as special technical features In 
the sense of rule 13.2 POT, the ISA Is of the opinion that there is no single inventive 
concept underlying the 2 inventions claimed in the present application in the sense of rule 
13.1 PCX, 

Reftes^V, 

1 Claims 1 9 and 20 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 39.1 (lv}/87. 1 (iv) POT. 

The patentability can also dependent upon the formulation of the claims. The EPO, for 
example, does not recognise as patentable claims to the use of a compound in medical 
treatment, hut may allow claims to a pnxfaGt, m particular substances or compositions for 
in a first or further medical treatment. 



2 Reference Is made to the following documents: 

D1 : WO 2005/058883 A {ALMIRALL -PRODESFARMA SA [ES]> 30 June 2005 

02; EP-A-G 453 830 (WELLCOME FOUND (QBJ) 4 December 1991 

D3; WO 2006/1 10884 A {NEUROCRINE BIOSCIENCES INC [US]) 19 October 2006 

04; WO 2004/048365 A (CHIRON CORP [US] 10 June 2004 

05; EFMV-0 407 899 (HOECHST AG [DE]) 16 January 1991 (1991-01-18) 

06; JP 54 11 7029 A (HOKKO CHEMICAL INDUSTRY CO., LTD) 1 1 September 1 979 

D7; JP 54 147921 A (HOKKO CHEMICAL INDUSTRY CO., IX) 19 November 1973 

D8 JP 54 115384 A (HOKKO CHEMICAL INDUSTRY CO., LTD) 7 September 1979 

D9: Beifstein Database Accession no. 298388 

3 Novelty 
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The present application does not meet the criteria of Article 33(1 ) PCI, because the 
sybsect-matter of claims 1-11,13, 14, 16-20 is considered to be not novel over the prior art 
D1 09 i the sense oi Art 1 \ , * $asor s 

Document 01 discloses compounds (see examples 85-88, 90-93, 95, 96) railing under the 
scope of present claims 1-11 as well as a family of compounds defined by a general 
structural formula which overlaps with the family of compounds of general formula (!) of 
present claim 1 ; see Dl , especially the definitions of FV in claims 1 , 4-6, R ;i in claims 7, 8 
and R 3 in claim 1 , 

It is pointed out that the compounds of Dl are also useful in the treatment of disorders 
which benefit from the inhibition of adenosine receptors, like Alzheimer's disease, 
dyskinesia, ischemia, arrythmis, acute renal failure, autoimmune diseases, inflammatory 

bowel diseases, asthma, obsity, diabetes mellitus, Parkinsods disease, etc 

Document 02 describes two compounds {see claim 3, tines 20. 21 } failing undo? the scope 
Of present formula (I) also useful for the treatment of neurodegenerative disorders like 
Alzheimer's disease; thus rendering the subject-matter of claims 1, 13, 14, 18-20 not 
novel. 

Document 03 describes two intermediate compounds (no. 13, 15} which fall under the 
scope of present claims 1 , 2,4, 8, 7, 10 and 1 1 . 

Document D4 refers to specific compounds (see examples 73-75, 121} falling under the 
scope of present claims 1 , 13 and 14 as well as a family of compounds defined by a 
general structural formula which overlaps with the family of compounds of general formula 
{{} of present claim 1 ; see 04, claim 1 as well as pharmaceutical compositions thereof. 
Documents D5-D8 disclose specific compounds as well as family of compounds defined by 
general structural formulae which overlap with the family of compounds of genera! formula 
{!} of present claim 1 (see the relevant passages cited in the search report respectively) 
useful as pesticides. 

Document D9 refers to a compound falling under the scope of present claim 1 when R\ R s 
are pyridyi and R 3 is hydrogen, 

4 In filing new claims, the Applicant should submit a new set of claims the subject- 
matter of which is clearly distinguished from the prior art Dl -D9 and for which the presence 
of an inventive step within the moaning of Art. 33(1 }-{3) may be substantiated. 
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It should be made clear which features distinguish the subject-matter of these new claims 
from each cited documents and which objective technical problem is solved by these 
features in an unexpected manner. 

A technical effect which justifies the selection of the claimed compounds should he one 
which can be fairly assumed by substantially all the selected compounds, and If it is 
ewjem thai the number of compounds claimed, due to speculative expressions like 
"heterocyeie" or "heterocyclic ring" used m claim t, Is such that it is inherently unlikely that 
ail of them, or at least substantially all of them, will possess the promised activity, than the 
burden of proof of that fact, I e. the possession of that activity, can rest only upon the 
houklers of t person alleging s 

1. The term "lower" used in claims 1 , 3 and 7 has no generally accepted meaning in the art 
and is regarded as unclear, since the higher limit of carbon atoms is not unambiguously . 
defined (Art. 6 PCT), 
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extra fees, therefore no search report has been issued for the upje t natter of the claims 
1-9 and 16-20 when compounds of claim 1 wherein R 2 Is isoqumoline, dihydroisoquinoime 
or tetrahydroisoqoinollne are concerned. 

Consequently no opinion will be given for the subject-matter of these claims. 
Re Item 

1 . The ISA found multiple inventions (two) in this application which are not so linked as to 
form a single general inventive concept (Rule 13.1 POT) as follow: 

invention 1 (claims i-9 s 1 6-20 all partially and 10-15 complete): 

Provision of compounds of formula (I) of claim 1 wherein R 2 is phenyl or pyridiyl, wherein 
the phenyl or pyridyl ring is substituted by 1 to 4 R* groups, useful in the treatment of 
disorders which benefit from the inhibition of adenosine receptors like A isuei men's disease, 
j i? 3 e renal failure v. mi d eases nf amatory 

bowel diseases, asthma, obsity, diabetes mellltus, Parkinson's disease., etc-.,. 

Invention 2 (claims 1-8 and 16-20 all partially): 

Provision of compounds of formula (I) of claim 1 wherein R 8 is isoquinofine, 
dihydroisoquinolne or tefrahydroisoquinoline ring, useful in the treatment of disorders 
which benefit from the inhibition of adenosine receptors like Alzheimer's disease, 
dyskinesia, ischemia anythmis. acute renal failure, autoimmune diseases, inflammatory 
bowel diseases, asthma, ohsily, diabetes meitos, Parkinson's disease, etc.... 

2. The International Examination Authority (IEA) fully supports the non-unity objection of 
the ISA, since the two inventions are not so linked as to form a single general inventive 
concept (Rule 1 3. 1 POT) for the following reasons: 
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According to the description, sec especially page 1 , fsrsi paragraph as well as page 3, line 
30 to page 4, line 8 ; the problem underlying the present application is the provision of 
compounds useful in the treatment of disorders which benefit from the inhibition of 
adenosine receptors, like Alzheimer's disease, dyskinesia, ischemia, arrythmis, acute renal 
failure, autoimmune diseases, inflammatory bowel diseases, asthma, cosily, osaoetes 
meatus, Parkinson's disease, ens 

The proposed solution is the provision of 2,6 sbbstituteti-4~aminepyhdimidines derivatives 
of formula (!) acecording to claim 1 having as common structural feature the structure 
given by formula (I) of claim 1. 

2,8 subsfiiuled-4-aminopyrimldine derivatives having this common structural feature and 
useful in the treatment of Parkinson's disease or Alzheimer's disease have already been 
disclosed in WO-A-2005/Q588S3 (see especially claims 1,?, 8,14 and examples 85 to 96, 
as wall as present claim 1 when R4 is hydrogen {m, n, p is 0 and R5 is hydrogen} or 

- a r nsee especially claim 3, lines 20, 21 and page 2, lines 1-1 1). This common 
structural feature m therefore noi new 

IMs pointed out that the mechanism of action of the compounds cannot be regarded as a 
technical feature since it represents an inherent property of the compounds. It is stressed 
that the mere explanation of an effect obtained when using a compound In a known 
composition even if the effect was not known to !>e due to this compound in the known 
composition, cannot confer novelty on a known process if the skilled person was already 
aware of the occurence of the desired effect (e.g. treatment of pain). In orther words, the 
discovery of the mechanism of action of the compounds does not render the use of those 
compounds novel 

The problem underlying the invention can be therefore redetlned as the provision of further 
2,6 sut)stituted-4-aminopyf!Ciimsdlnes derivatives derivatives useful in treating of disorders 
which benefit from the Inhibition of adenosine receptors like Alzheimer's disease, 
dyskinesia, ischemia, arrylhmis, acute renal failure, autoimmune diseases, inflammatory 
bowel diseases, asthma, cosily, diabetes medics, Parkinson's disease, etc.. 
N N 1 and 2 mentlo i above are different solutions ) this problem, which do 
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1 Claims 1 9 and 20 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 39.1 (lv}/87. 1 (iv) POT. 

The patentability can also dependent upon the formulation of the claims. The EPO, for 
example, does not recognise as patentable claims to the use of a compound in medical 
treatment, hut may allow claims to a pnxfaGt, m particular substances or compositions for 
in a first or further medical treatment. 



2 Reference Is made to the following documents: 

D1 : WO 2005/058883 A {ALMIRALL -PRODESFARMA SA [ES]> 30 June 2005 

02; EP-A-G 453 830 (WELLCOME FOUND (QBJ) 4 December 1991 

D3; WO 2006/1 10884 A {NEUROCRINE BIOSCIENCES INC [US]) 19 October 2006 

04; WO 2004/048365 A (CHIRON CORP [US] 10 June 2004 
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sybsect-matter of claims 1-11,13, 14, 16-20 is considered to be not novel over the prior art 
D1 09 i the sense oi Art 1 \ , * $asor s 

Document 01 discloses compounds (see examples 85-88, 90-93, 95, 96) railing under the 
scope of present claims 1-11 as well as a family of compounds defined by a general 
structural formula which overlaps with the family of compounds of general formula (!) of 
present claim 1 ; see Dl , especially the definitions of FV in claims 1 , 4-6, R ;i in claims 7, 8 
and R 3 in claim 1 , 

It is pointed out that the compounds of Dl are also useful in the treatment of disorders 
which benefit from the inhibition of adenosine receptors, like Alzheimer's disease, 
dyskinesia, ischemia, arrythmis, acute renal failure, autoimmune diseases, inflammatory 

bowel diseases, asthma, obsity, diabetes mellitus, Parkinsods disease, etc 

Document 02 describes two compounds {see claim 3, tines 20. 21 } failing undo? the scope 
Of present formula (I) also useful for the treatment of neurodegenerative disorders like 
Alzheimer's disease; thus rendering the subject-matter of claims 1, 13, 14, 18-20 not 
novel. 

Document 03 describes two intermediate compounds (no. 13, 15} which fall under the 
scope of present claims 1 , 2,4, 8, 7, 10 and 1 1 . 

Document D4 refers to specific compounds (see examples 73-75, 121} falling under the 
scope of present claims 1 , 13 and 14 as well as a family of compounds defined by a 
general structural formula which overlaps with the family of compounds of general formula 
{{} of present claim 1 ; see 04, claim 1 as well as pharmaceutical compositions thereof. 
Documents D5-D8 disclose specific compounds as well as family of compounds defined by 
general structural formulae which overlap with the family of compounds of genera! formula 
{!} of present claim 1 (see the relevant passages cited in the search report respectively) 
useful as pesticides. 

Document D9 refers to a compound falling under the scope of present claim 1 when R\ R s 
are pyridyi and R 3 is hydrogen, 

4 In filing new claims, the Applicant should submit a new set of claims the subject- 
matter of which is clearly distinguished from the prior art Dl -D9 and for which the presence 
of an inventive step within the moaning of Art. 33(1 }-{3) may be substantiated. 
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It should be made clear which features distinguish the subject-matter of these new claims 
from each cited documents and which objective technical problem is solved by these 
features in an unexpected manner. 

A technical effect which justifies the selection of the claimed compounds should he one 
which can be fairly assumed by substantially all the selected compounds, and If it is 
ewjem thai the number of compounds claimed, due to speculative expressions like 
"heterocyeie" or "heterocyclic ring" used m claim t, Is such that it is inherently unlikely that 
ail of them, or at least substantially all of them, will possess the promised activity, than the 
burden of proof of that fact, I e. the possession of that activity, can rest only upon the 
houklers of t person alleging s 

1. The term "lower" used in claims 1 , 3 and 7 has no generally accepted meaning in the art 
and is regarded as unclear, since the higher limit of carbon atoms is not unambiguously . 
defined (Art. 6 PCT), 



